. However, further increasing the dose of AZT up to 100, 130 300, and 1000 μM caused significant cell killing compared to control in
131
FaDu cells (Fig. 1) FaDu, Cal-27, and SQ20B cells (Fig. 4) . Furthermore, the cell killing (Fig. 4) . Finally, NAC also Cisplatin is one of the most commonly used chemotherapeutic 268 drugs in the treatment of head and neck cancer [26] . Cisplatin- 
304
We observed that all three cell lines treated with AZT and CIS showed 305 a significant loss in mitochondrial membrane potential (Fig. 2B) ,
306
which suggests that disruption in the mitochondrial membrane 307 potential could contribute to the cytotoxicity of AZT and CIS shown 308 in Fig. 2A .
309
When we analyzed the treated cells for glutathione content, we 310 observed that %GSSG was significantly increased with AZT in 311 combination with CIS (Fig. 2D ). Glutathione is a major intracellular 312 redox buffer such that the ratio of reduced glutathione to oxidized 313 glutathione can be used as a reflection of intracellular redox status 314
[29]. The increase in %GSSG induced by AZT + CIS (Fig. 2D) form. In fact, mitochondria are highly dependent on glutathione to 320 detoxify ROS and prevent oxidative damage [31] . To further support 321 this idea, the thiol antioxidant NAC was able to inhibit the increase in % 322 GSSG (Fig. 3D) , reverse the loss of mitochondrial membrane potential 323 (Fig. 3B) , and partially inhibit the cytotoxicity induced by AZT + CIS 324 (Fig. 3A) . The AZT + CIS-induced disruption in mitochondrial mem- 
378
Our results shown in Fig. 4 
